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Claim Listing: 



1-9. (Cancelled) 



10. (Currently Amended) A pharmaceutical composition for treating or preventing a disorder 
or condition selected fiom autoimmune diseases, rheumatoid arthritis, type I diabetes (recent onset), 
lupus, inflammatory bowel disease, optic neuritis, psoriasis, multiple sclerosis, polymyalgia 
rheumatica, uveitis, and vasculitis, acute and chronic inflammatory conditions osteoarthritis, adult 
Respiratory Distress Syndrome, Respiratory Distress Syndrome of infancy, ischemia ^perfusion 
injury, glomerulonephritis, and chronic obstructive pulmonary disease (COPD) allergic conditions, 
asthma and atopic dermatitis, inflammation associated with infection, viral inflammation, influenza, 
hepatitis and Guillian-Barre, chronic bronchitis, chronic or acute tissue, cell, and solid organ 
transplant rejection, xeno-transplantation, atherosclerosis, restenosis, HIV infectivity (co-receptor 
usage), and granulomatous diseases, sarcoidosis, leprosy and tuberculosis, and sequelae associated 
with cancers, multiple myelomax; limiting the production of cytokines and/or TNF at inflammatory 
sites, as a consequence of decreasing cell infiltration; for treating diseases and/or congestive heart 
failure, linked to TNF and IL-1 and for treating pulmonary emphysema or dyspnea associated 
therewith, emphysema; HTV-1, HIV-2, HTV-3; cytomegalovirus (CMV), adenoviruses, Herpes 
viruses (Herpes zoster and Herpes simplex), for treating sequelae associated with infection where 
such infection induces production of detrimental inflammatory cytokines and/or TNF, fungal 
meningitis, joint tissue damage, hyperplasia, pannus formation and bone resorption, psoriatic 
arthritis, hepatic failure, bacterial meningitis, Kawasaki syndrome, myocardial infarction, acute liver 
failure, lyme disease, septic shock, cancer, trauma, and malaria, in a mammal, comprising an 
amount of a compound according to claim 2(Nm^-, or a pharmaceutically acceptable salt thereof, 
that is effective in treating or preventing such disorder or condition and a pharmaceutically 
acceptable carrier. 

1 1 (Currently Amended) A pharmaceutical composition for treating or preventing a disorder 
or condition that can be treated or prevented by inhibiting chemokine binding to the receptor CCR1 
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a mammal, comprising an amount of a compound according to claim 2(te*3Ar, or a 
pharmaceutically acceptable salt thereof, effective in treating or preventing such disorder or 
condition and a pharmaceutically acceptable carrier. 

12-19. (Cancelled) 

20. (Currendy Amended) A compound of the formula 




or the pharmaceutically acceptable salt thereof; wherein 

r 1 is inde pendently selected from hydrogen, halo, cyano, nitro, trifluoromethyl, 
triOuoromethoxy, (C-QOalkyl, hydroxy or (CrC 6 )atkylcarbonyloxy; 

R 2 and R 3 are each independently selected from (Ci-QOalkyl, (C 3 -C 8 )cycloa1kyl, amino(C r 
C 6 )alkyl, anuno(C 3 -C 8 )cycloalkyl, (C-C^alkylaminoCd-Q^l, (Ci^ 6 )dkylamino(C 3 - 
C 8 )cycloalkyl, hydroxy(Ci-C«)alkyl, (Ct-CsialkoxycarbonylaininoCCi-Cfi^l, ureidoCd-Ce^kyl, 
(Ci-CfiJalkyureidoCCi-Cfi^lkyl, (C2-C9)heteroaryl(Ci-C 6 )alkyl or (C2-C9)heterocycloalkyl(Ci- 

C 6 )alkyl; 

R 4 is (R s )i(R 6 )g(C6-Cio)aryl eF^R^^i^^h^^JhetweKyl-wherein f, g and h are 
independently 1 or 2; 

R 5 is (Cj-C^heterocycloalkylcarbonyl, (Cj-C^heteroarylcarbonyl, (C 2 -C9)heteroaryl(Ci- 
C«)alkylaminocarbonyl, (C 2 -C9)heterocycloalkyl(Ci-Q)alkylaminocarbonyl, (Ci- 
C«)alkylsulfonylamino(Ci-C6)alkylaminocarbonyl, «reido(Ci-C 6 )alkylamiriocarbonyl, (Ci- 

C 6 )alkylur<rido(Ci<:6)alM^to^^ 

aminosulfonyl(Ci-C«)alkyiaminocarbonyl, (C,^6)alkylaminosulfonyl(C l -C 6 )alkylaminocarbonyl J 

(Ci^ 6 )alkylsulfonylanuno(Ci-^ 
(Ci^«)alkylcyanoguarudino(Ci-C^^ 

C 6 )alkylcarbonylamino, arninocarbonyl(Ci-C6)alkylcarbonylamino, (Q-C^heteroaryKCr 
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C 6 )aIkylcarbonylamin^ 

C 6 )alkylcarbonylamino, amino(C r C6)alkylureido, (Ci-C6)alkylamino(C,-C 5 )alkylureido, ((C,- 
C 6 )alkyl)2aniuio(Ci-C6)alkylureido, (C2-Cg)heterocycloalkyl(Ci-C 6 )alkylureido s (C2- 
C 9 )heteroaryl(Ci-Q)a]kylureido, aminosulfonyl(C,-C 6 )alkylureido, aminocaibonyl(C r 
C 6 )all<ylureido, (Ci-C*)alky^ 

C<s)alkylureido, acetylaminoCd-CeJalkylweido, (acetyl)((Ci-C<)alkyl)amino(C,- Q)alkylureido, 
amino(Ci-C6)alkylsulfonylamino, (C,-C 6 )alkyiamino(Ci-C6)alkylsulfonylamino, ((Ci- 
C<)a3kyl)2amino(Ci-C6)alkylsulfonylaniino, acetylaiiii]io(Ci-C«)alkyIsulfonylamino, (acetyt)((Cr 

C 6 )alkyl)ammo(C r C 6 )aW 

C 6 )alkylureido(C l <^)alkylsidfonylamiiio, ((C,^ 6 )alkyl)2ureido(Ci^)alMsulfonylamino, (C- 
C 6 )alkylsulfonylamino(CrC6)alkylsulfonylaniino > C yanoguanidino(C ! -C 6 )aIkylsuIfoaylainino > (Ci- 
C 6 )alkylcyanoguanidino(Ci-C6)alkylsuIfonylaraino, ((Ci-(^kyl}2cymoga^dmo(Ci- 
C s )alkylsulfonyIamino, aminocarbonyl(Ci -C 6 )alkylsulfonylamino, (Ci- 

C 6 )alkoxycar1>onylan^^ 
C 6 )alkyIaminosulfonylamino, ((^ 

Cfi^Iamino^r^alkylsulfonylamino, (C 2 -C9)heterocycloalkyloxycarbonylairano(Ci- 
C 6 )alkylsulfonylamino, (C 2 ^)heteroaryloxycarbony^ 
cyanoguanidino, (C r C 6 )alkylcyanoguaiwdi n o } ((Ci-C^alkyl^cyanoguanidino^Gj-; 
C 9 )heterocycloalkylcyanoguanidino, (C 2 -C9)heteroarylcyanoguanidino, (C2-C9)heterocycloalkyl(Ci- 

C 6 )alMcyanog^idino, (Q^^ 

C 6 )alkylcyanoguanidino,(Ci^)alkylamino(CrQ)alkylcyanogua^ 

C 6 )alkylcyanoguanidino, amm^ 
C 6 )alkylaminocarbonyl(Ci^)a^^ 

C 6 )alkylcyanoguarudino s aminocarbonylCCi-CeJalkylamino, (Ci-C6)alkylsulfonylamino(C,- 
C6>alkylamino } (Ci-QalkoxycarbonylaminoCC^ialkylamino, aminosulfonyl(Ci-C 6 )alkylamino, 
(C 2 -C 9 )heteroaryl(Ci-C«)alkylamino, acetylairuno(Ci-C 6 )alkylamino, (acetyl)((Ci- 
C 6 )alkyl)amino(C l -C6)alkylamino, cyano(Ci-C 6 )alkylaminoalkyl, aminocarbonyl(Ci- 
C 6 )alkyIamino(Ci-C6)alkyi, acetylamino(Ci-C 6 )alkyl amin o(Ci-C6)alkyl, (acetyl)((Ci- 

^alkyOaminoCCrC^alMan^ 
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C 6 )alkyl, (C 2 <^)heterocyc!oalkyloxycarbo^ 
C 9 )heteroaryloxycarbo^^ 

CsJalkylaminoCd^alkyl, (Cj-WkylcytooguanidinoCC.^alkylaminoCCi-Cs^kyl, ((d- 
C 6 )alkyl) 2 cyanoguamd^^ 

C 6 )alkylamino(d-d)alkyl, (d<:«)alkylureido(d- 
C6)alkylamino(Ci-C 6 )alkyl, ((Ci-C6)alkyl)2ureido(Ci^6)alkylamino(Ci-C 6 )alkyl, 

anuoocarbonyloxy(C t ^ 

C 6 )alkyl, (acetyl)((d-d)alkyl)a^ aminocarbonyl(Ci- 
C«)alkylcarbooylairtino(C,-C6)alkyl, (Ci-Q)alkylaminocarbonyl(C l -C 6 )alkylcaibonylamino(C,- 
Q)alkyl, ((d-C 6 )alky^ aminosulfonyl(C- 
G6)aIkylcaibonylamino(Ci-C6)alkyl 9 (C 2 ^)heterocycloalkyloxycarbonylaminD(Ci -C 6 )alkyl, 
cyanoguanidino(Ci^6)alkylcarbonylamino(Ci-e6)alkyl, cyano(Ci-C6)alkylcarbonylaraino(ei - 

C 6 )alkyl, *d»rek^ 5 4!ra^^ 

C 6 )alkylamino(C 1 -C 6 )alkylaminocarbonyl aminctfGi-QOalkyl, ((C^alkyl^amincKC,- 
C^kylaminocarbonylaminoCd-^alkyl, aminocarbonyl(Ci^6)alkylaminocarbony1amMCi- 
C$)alkyl, (d-Q) alkylcarbonylamino(d-C6)alky^ (d- 
d)alkylsulfonylamino(d-^^ (d^alkoxycarbonyl 
amino(Ci-C 6 )alkylanunocarbonylaraino(C,-Qi)alkyl, (d-C^beterocycloalkyloxycarbonyl 
amino(Gi-Q)alkylaminocarbonylamino(Ci-C6)alkyl, (d-C9)beteroaryloxycarbonylamino(C»- 

C s )alkylaminocarbonylamino(d^ 

amino(d-C<,)alkyl, (Ci^)b*teroaiyi(d-C«^ urcido(d- 
C 6 )alkylureido(Ci-C 6 )alkyl, (Ci-C 6 )alkylureido(C,-C6)alkylureido(Ci-C6)alkyl, ((d- 
C 6 )alkyl)2ureido(Ci^)alkylut^do(Ci-C 6 )alkyl 3 ©«yanoguanid^ 

antinoCd^alkylsulfonyl^ 

Qalkyl, ((C r Q)alkyl) 2 i™ino(d -d)alkylsulfonylamino(Ci-C6)alkyl, acetylamino(d- 
C 6 )alkylsulfonylarruno(dd 

C«)alkyl, ureido(Ci-C6)alkylsulfonylaniino(Ct-C6)alkyl, (d-C 6 )alkylureido(d- 

Qalkylsulfonylaraino^^^ 

(d^ 6 )alkylsulfonylamino(d^ 
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C 6 )alkylsulfonylami^ 
C 6 )alkyl, ((C r C 6 )alkyl)2(cy^ 

aminocarbonyl(C,^)a^^ 

C6)alkylsulfonylamino(C 1 -Q)alkyl, (C 2 -C9)heterocycloalkyloxycarbonylamino(C i- 
C 6 )alkyIsulfoiaylainmo(Ci-C6)alkyl, (C2-C 9 )hcteroaryloxycarbonylamino(Ci- 
QJalkylsulfonylaminoCd-Ce)^, arainosulfonylamino(C r C«)alkyl, (d- 

C6>alkylamiiiosufo^ 
cyanoguanidinoCd-Cs)^^ 

QJalkylMcyanoguanidinoXd-CdJalkyl, (Ci^hetewydo^ 
(d^)heteroaryl(cya*oguanW^^ 

Q)alkyl(cyanoguanidinoXCi«C6)aIkyl, (CrC9)heteioaryl(Ci-^alkyl(cyanoguanidiiioXCr 
QJalkyl fflnioo(Ci-C^^^ 

Q)alkyl(cyanoguanidinoXC,-e6)alkyl, ((C,-Q)alkyl)2amiiio(Ci-C 6 )alkyl(cyanoguanidinoXC,- 
C 6 )alkyl, aminocarbonyKCrC^^kyKcyanoguanidinoXCrCs)^!^!, (Ct-C6)aIkylamino C arbonyl(C- 
C6)alkyl(cyaiioguanidinoXCi-C«)alkyl, ((Gi-C6)alkyl)2aininocarbonyl(Cr 
QJalkylCcyanoguanidinoXCi^alkyl, ^^ef^Wt^Ca-^heterocycloalkylsulfonyl, amino(d- 
C 6 )alkylaminosulfbnyl, (C,-C6)alkylamino(C,-<^)alkylaminosuIfonyl 5 ((C,-C 6 )aIkyl)2ammo(Cr 
C 6 )alkylaminosulfonyl, (C 2 -C9)heteroarylaminosulfonyl, ureidoCCi^alkylaminosulfonyl, (Cj- 
C 6 )alkylurrido(d-C 6 )alkyl^^ 

C 6 )alkylsdfonylammo(Ci-^ (d^6)alkoxycarbonylamino(d- 
C«)alkyIanrinosdf^ 

C 9 )heteroatyloxycarbonylainino(C|-Q)alMan^osulfonyl 5 aminocarbonyl(C r 
^alkylaminosulfonyl, cyanoguanidMCr^alkylaminosulfooyl, (d^9)heteroaryl(d- 

C 6 )alkylammosulfonyI, (C^^ 

hydroxy(d-d)a]kylureido, haloCC^Jalkylsulfonylamino, (d-C 6 )alkoxycarbonyl(d- 
Cfi^lkylaminoCC-Ce)^!, hydTOxy(Ci^6)^ylaminocarbonylamino(C,-C6)alkyl, halo(C,- 
C 6 )alkylsulfonylamino(C 1 -C6)alkyl, aminosulfonyl, (Ci^alkylaminosulfonyl, ((C,- 
C 6 )alkyl)2aimnosulfonyl, hydroxy(Ci-C6)alkylaminosuIfonyl, or (d-Q)alkoxy(d- 
Cg)alkylaminosulfon.yl; 
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R 6 and R 7 are each independently halo, haloCQ-Cs^kyl, (d-QOalkyL (Ci-C 6 )alkoxy, 
trifluoromethyl, trifluoromethoxy, hydroxy, aminocarbonyl, cyano, ureido, (Ci- 
^alkylsulfonylamino, (C r C6)alkoxycarbonylaraino or glycinamino; 

aisl,2,3,4or5; 

bisO, 1,2,3ot4; 

cisl; 

disl; 

eis 1; 

j is 1,2, 3, or 4; 
Y is CH 2 ; 
X is C(0); and 
Z is oxygen. 

21. (Withdrawn) A compound of the formula 




or the pharmaceutical^ acceptable salt thereof; wherein 

R 1 is hydrogen, halo, cyano, nitro, trifluoromethyl, trifluoromethoxy, (C r C6)alkyl, hydroxy 

or (Ci-C$)alkylcarbonyloxy; 

R 2 and R 3 are each independently selected from (Ci-Q)alkyl, (Cj-C^cycloalkyl, amino(Ci- 

C 6 )alkyl, amino(C 3 -C«)cycloalkyl, (C r C 6 )alkylamino(Ci-C6)alkyl, (Ci-C6)alkylamino(C3- 
C 8 )cycloaIkyl, hydroxy(Ct-QOalkyl, (C,-C 6 )alkoxycarbonylamino(C,.C6)alkyl, ureido(C,-C6)alkyl, 
(C,-C<)alkyureido(C,-C6)alkyl, (Cz-C^heteroaryKd^alkyl or (^-C^heterocycloalkyKd- 
C 6 )alkyl; 

R 4 is (R 5 )t(RVC<.-Cio)ary> or (R^KR^^heteroaryl wherein f, g and h are 
independently 1 or 2; 

R 5 is (C 2 -C9)heterocycloalkylcarbonyl, (C 2 -C 9 )heteroarylcarbonyl, (C 2 -C9)heteroaryl(Cr 
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C 6 )alkylaminocarbonyl, (C 2 -C 9 )hetetocycloalkyl(Ci-C6)alkylaminocarbonyl, (d- 

CsJalkyl^fonylaminoCCi-Ce)^!^^^!!^, ureido(Ci-C6)alkylaminocarbonyl, (Ci- 

C 6 )dkylureido(C,<: 6 )alkyla^ 

aminosidfonyKCj-^alkyl^^ 

(Ci^)alkylsulfonylain^ 

(Ci^)alkylcyaaoguarudino(CrC6)alkylcarbonyIamino, ((Ci-C6)alkyl)2cyanoguanidino(C,- 
Q)alkylcarbonylamino, aminocarbony](C l -C6)alkylcarbonylamino J (C 2 -C9)heter©afyl(Cr 
C 6 )alkylcaibonylamino, (C 2 -(^)heterocycloalkyl(CrC6)alkylcarbonylaraino, aminosulfbnyl(C r 
C 6 )alky!caibonylamino, amino(Ci-C6)alkylureido, (Ci-C«)alkylamino(Ci^6)alkylureido, ((Q- 
C«)alM)2amino(Ci-C6)a^^ 

C 9 )heteroaiyl(Ci-Qi)alkylureido, aminosulfonyl(Ci-C6)alkyIureido, aminocarbonyl(C|- 
C 6 )alkylureido, (C 1 -C 6 )alkylaniinocarbonyl(CrC 6 )alkylureido, ((C-Q^kyl^amioocarbonyKC- 
C 6 )alkylureido, acetylaminoCC^alkylureido, (a<^lX(CrC6)alM)a™no(Ci-C6)alkylureido, 
amino(C r Q)alkylsul^ 

CsJalkyl^aminoCCrCe)^^^!^^, acetylamino(C,-C 6 )alkylsulfonylamino } (acetyl)((Ci- 
CsJalky^aniinoCCi^alkylsuifony 13111 " 10 ' ureido{Ci-C6)alkylsulfonylamino, (Ci- 
C6)alkylurcido(C,-C6)alkylsulfonylamino, ((C r C 6 )alkyl)2™eido(C 1 -C6)alkykulfonylamino J (d- 

C 6 )alkylsulfonylaimno^ 
C 6 )alkylcyanoguanidino(C|^)^ 

C 6 )alkylsulfonylamino> aminocarbonyKCi-C^alkylsulfonylamino, (C r 
C 6 )alkoxycarbonylamino(Ci^)alkylsulfonylainino, aminosulfonylamino, (Ci- 
C 6 )alkylammosulfonylamino, ((C I -C 5 )alkyl) 2 aniiiiosulfonylamino, aminocarbonyl(C r 
C 6 )alkylamino(C,-C6)alkylsulfonyIamino, (Cj-C^heterocycloalkyloxy^ 
C 6 )alkylsdfonylamino, (C 2 -C 9 )he^ 

cyanoguanidino, (Ci-C6)alkylcyanoguanidino, ((Ct-Cejalkyl^cyanoguanidino, (CV 
C 9 )heterocycloalkylcyanoguari^^ 

C 6 )alkylcyanoguanidino, (C 2 -C9)beteroaryl(Ci-C6)alkylcyanoguanidino, amino(C r 
C 6 )alkylcyanogumidmo, (C^ 

C 6 )alkylcyanoguanidino, aminocarbonyl(Ci-C6)aIkylcyanoguanidino, (C x - 
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C 6 )alkylaminocarbonyl(C,-W 
C 6 )a]kylcyanoguanidino, ^ 

C 6 )alkylamino, (Ci^alkoxycarbonylarnincKCi-CeJalkylamino, aminosulfbnyKCi-C^alkylamino, 
(C 2 -C9)heteroaiyl(Ci-C«)alkylamino, acetylamino(Ci-C 6 )alkylaniino, (acetyl)((Ci- 
Cs)^l)anuno(Ci^6)^kylamino, cyano(C r C«)alkylaininoalkyI, aminocarbonyl(Cr 
C 6 )alkylamino(C|-C6)aIkyl 5 acetylamino(Ci-C 6 )alkyla™ino(Ci"C«)alkyl> (acetyl)((Ci- 
C 6 )alkyl)amino(Ci-C<Dal^^ 

Csjalkyl, (C 2 -C^)heterocydoalkyloxy^ (C r 
C 9 )heteroaryloxycarbonyl^^ 

C6)alkylamino(Ci-C 6 )alkyl, (Ci^tfalMcyanoguamd^ « C «- 
C 6 )alkyl)2cyanoguamdino^ 

C6)alkylamino(C,-Cs)alkyl, ureidtKCr^alkylaminoCCi-Cfi)^!, (Ci- C6)alkyiureido(Ci- 
C«)alkylamino(Ci^ 6 )^ 

aminocarbonyioxy(Ci-Q)alkylamino(C,-C6)alkyl, acetylaniino(C,-C6)alkylcarbonylamino(Ci- 
C 6 )alkyl, (acetyl)((Ci-Q)alkyO^^ 

C^alkylcarbonylarainoCCr^alkyl, (Q-C^alkylaminoca^ 

C 6 )alkyl, ((Ci^alkyl^aminoca^ aminosulfonyl(Ci- 
Q)alkylcarbonylamino(C i-Q)alkyl, (C 2 ^)heteiocycloalkyloxy(^bonyIamino(Ci-C6)alkyl, 
cyanoguanidino(Ci^ 6 )al^ 

C6>alkyl, wherein R 5 is amino(Ci-Q)aIkylaminocarbonylamino(Ci-C6)alkyl, (Ci- 
C 6 )alkylamino(Ci<;6)alkylaminocarbonyl anuno(Ci-C 6 )alkyl, ((Ci-Q)aHcyl) 2 amino(Ci- 
C<Oalkylaminocarbony^ 

C 6 )alkyl, (Ci-C«) alkylcarbonylamino(CrC^)alkylaminocarbonylamino^ (Ci- 
C 6 )alkylsulfonylamino(Ci-Q)alkylaminocarbonylam^ 

amino(C,-C 6 )alkylaminoc^ 
^ino(CrQ)alkylaminoca^ 
C^aHcylanunocarbonyl^^ 

lamino(C r C«)alkyl, (Cj-C9)heteioaryl(Ci^6)alkylaminocarbonylamino(Ci^ ureido(C r 
C6)alkylureido(Ci-C 6 )alkyl, (C 1 -C 6 )alkyliireido(Ci-C6)alkylureido(Ci-Q)alkyl, ((C t - 
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C6)alkyl)2Vireido(Ci-C6)alliylureido(Ci-C6)alky^ orcyanoguani<iino(Ci-C6)aIkylureido(Ci-C6)3l^yl> 

C6)alkyl, ((Ci-C6)alkyl)2amino(Ci-C 6 )alkylsulfonylamino(Ci^)alky acetylamino(Cr 
C 6 )aIkylsulfonylamino(CrC 6 )^ 

QOaJkyl, ureido(Ci-C 6 )alkylsuIfonylamino(Ci-C6)alkyl, (Ci-Co)alkylureido(Cr 
^alkylsuIfonylaminoCC^ 

(Ci^6)alkyl^fonylamino(Ci-C6)a]kyIsulfonytamino(Ci-C6)alkyl, cyanoguanidino(Ci- 
C 6 )alkylsulfonylattrino(C r C 6 )^ 

C6)alkyl, ((Ci-C«)ancylMcy^oguanidinoXGi<:6)alkyIsadfonylamino(^ 

aminocarbonylCCi^e)^ 
C 6 )alkylsulfonyto^ 

C6)alkylsulfonylamino(C 1 -C 6 )alkyl, (C 2 - C9)hcteroaryloxycarbonylamino(Ci- 
C 6 )aikybulfonylamino(CrC«)^^ 

C«)alkylaminosulfonylamino(Ci-C6)alkyl, ((C,^)al]^l)2aminosulfonylamino(Ci-C6)alkyU 
cyanoguamdino(Ci-(^)a]^ 

C 6 )alkyl)2(cyanoguanidino)(CrC6)alkyl, (C r C 9 )heteiXK7cloalkyl(cyanoguaiudinoXC l -C6)alkyl, 

(C 2 -Q)heteroaryl(^ 
Q)alkyl(cyanoguani<^ 

C6)aikyl, amino(Ci-C 6 )alkyl(cyanoguanidinoXCi-C6)alkyl. (Ci-C6)alkylamino(Cf 
C 6 )alkyl(cyanoguanidmoXCi-C 6 )aIkyl, ((Ci-Q^kyl^aminoCC^Ce^KcyanoguanidinoXCi- 
QOalkyl, aminocarbonyI(C,-C6)alkyl(cyanoguanidino)(CrC6)alkyl, (Ci-C 6 )alkylaminocarbonyl(Ci- 

C 6 )alkyl(cyanoguaradinoXCi-C 6 )^ 

C 6 )alkyl(cyanoguanidino)(C 1 -C 6 )alkyl, wherein R 5 is (C 2 -C*)heterocycloalkylsulfonyI, amino(Ci- 
Q)alkylammosulfonyl, (Ci-C 6 )a^ 

C*)alkylaminosulfonyl, (CrC^Jheteroarylaminosulfonyl, ureido(C|-C6)alkylaminosulfonyl, (C r 
C6)alM^»^(Ci^6)^laminos«lf° n y 1 » ((C|<: 6 )aIkyl)2ureido(C,-Q)alkylaminosulfonyl, (C!- 
Q)alkylsulfonylamiao(Ci^6)dM^ 
C^alkylainino^onyl, (C 2 -^ 

(^)heteroaryloxycarbonylamino(CrC6)aBcylaminosulfonyl, aminocarbonyl(Ci- 
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C 6 )alkylaminosulfonyl, cyanoguanidino(Ci-C<i)aIkylaminosulfonyl, (C 2 -C9)heteroaryl(Ci- 
C 6 )alkylanunosulfonyl, (C 2 -C9)heterocycloalkylaminosulfonyl, halo(C 1 -C 6 )alkylaininocarbonyl J 
hydtx>xy(Ci-C6)alkylureido, halo(Ci-C 6 )alkylsulfonylamino, (Ci-C 6 )alkoxycarbonyi(Cr 
C s )alkylamino(Ci-C6)alkyl, hydroxy(C r C6)alkylaminocarbonylamino(CrC6)alkyl } halo(C,- 
C 6 )alkylsulfonylamino(Ci-C 6 )alkyl, aminosulfonyl, (Ci-C«)alkylaminosulfonyl, ((d- 
C 6 )alkyl)2aininosulfonyl, hydroxy(Ci^)alkylammosulfonyl, or (Ci-C<s)alkoxy(Ci- 

C 6 )alkylaminosulfonyl; 

R* and R 7 are each independently halo, halo(CrCe)alkyl, (C ,-C 6 )alkyl, (C r C 6 )alkoxy, 

trifluoromethyl, trifluoromethoxy, hydroxy , aminocarbonyl, cyano,ureido,(Ci- , 
C 6 )alkylsulfonylamino, (Ci-C 6 )alkoxycarbonylamino or glytinamino; 

aisl,2,3,4or5; 

bis 0,1, 2, 3 or 4; 

cis.l; 
dis 1; 
e is 1; 

jis 1,2, 3, or 4; 

Y is CH 2 ; 

X is C(0); and 

Z is NR 9 wherein R 9 is hydrogen or (Ci-C6)alkyl. 

22. (Currently Amended) The compound of claim 20 ep-24-wherein R 5 is (Cr 
Cgjheterocycloalkylcarbonyl, (Q-C^heteroarylcarbonyl, (C 2 -C<>)heteroaryl(C|- 
Q)alkylaminocaxbonyl, (Cr^heterocycloalkyKCi-^alkylaniinocarbonyl, (Cp 
C6)alkyls\ufonylamino(C,^ 6 )alkylammo«irbonyU ureidoCCj-^alkylaminocarbonyl, (C r 

Ce)alkyluieid^(C,^W 
amlnosdfonyl(Ci^)alkylaminocaibony 

23. (Currently Amended) The compound of claim 20 or 2 1 wherein R is (Ci- 
C6)alMsulfonylamino(CL-C 6 )alkylcarbonylamm cyanoguanidino(Ci<:6)alkylcarbonylamino, (C,- 
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Q)alkylcyanoguanid^^ 

C^alkylcarbonylaxnino, aminocarbonyl(Ci-Q)alkylcaibonylamino, (C 2 -C 9 )heteioaryl(Ci- 
C 6 )alkylcarbonylamino, (C 2 -C*)heti^ycto or aminosulfonyl(Ci- 

C 6 )alkylcarbonylamino. 

24. (Currently Amended) The compound of claim 20 ef^l-wherein R 5 is amino(Ci- 
C 6 )alkylureido, (Ci<;6)alkylamino(C r (^)alk>lureido, ((C r C 6 )alkyl)2amino(Ci-C6)alkylureido, (C 2 - 
C 9 )heterocycloalkyl(Ci"C 6 )alkylureido, (C2-C9)heteroaryl(C|.C 6 )alkylureido, aminosulfonyl(C r 
C*)alkylureido, aminocaibotiyl(Ci-C6)alkylurcido, (Ci^)alkylamino(^ 
((C r C«)alkyl)2aminocarbonyl(CrC6)alkylureido, acetylamino(Ci-C6)alkylureido > or_(acetylX(Ci- 

C 6 )alkyl)amino(C) ^alkylureido. 

25 . (Currently Amended) The compound of claim 20 OF^i-wherein R 5 is amino(C r 
C«)alkylsulfonylamino, (CrQ^kylamino^t^all^lsulfonylamino, ((Ci-C 6 )alkyl)2ammo(Cr 
C 6 )alkylsulfonylamino, ajcetylamino^i-CeJalkylsulfonylamino, (acetyl)((Ci-C6)alkyl)amino(Cr 
C6)alkylsulfonyIamino, ureido(C r C6)alkylsulfonylamino, (C|^ 6 )a]kylureido(Ci- 
C 6 )alkylsulfonylamino, ((Cr^alkylkureto^ 

C 6 )alkyIsulfonyIanuno(C l ^6)^ <^anoguanidino(Ci-C6)^ (Ci- 

C 6 )alkylcyanoguanidino(Ci-C 6 )atkylsulforiylamino, ((Ci-C 6 )alkyl)2cyanoguanidino(Ci- 
C6)alkylsulfonylamino s aminocarbonyl(C 1 -C6)alkylsulfonylamino, (Ci- 
C 6 )alkoxycarbonylamino(Ci<;6)^ 1 sulfonylamino ! , aminosulfonylamino, (C r 
C6)alkylaminosulfonylamino 9 ((Ci-C 6 )alkyl)2aminosulfonylamino, aminocarbonyl(Ci- 
C 6 )alkylainino(Ci^6)alkylsulfonylaniino, (C 2 -C 9 )heterocycloall^loxycarbonylamino(Ci- 
C6)alkylsulfonylamino or (C 2 ^9)heteroaiyloxy<^bonylaii^ 

26. (Currently Amended) The compound of claim 20 e^-wherein R 5 is cyanoguanidino, (Ci- 
C6)alkylcyanoguanidino, ((Ct^^ky^cyanoguanidino, (Q-C^heterocycloalkylcyanoguanidino, 
(C2-C9)heteroaiylcyanoguanidino, (C 2 -C^)hetero<^lo^ (C 2 - 
C9)heteroaryl(Ci-C6)alkylcyanoguanidino 7 aminofCi-C^^kylcyanog^idi 510 . ( c i- 

USSN 10/660,052 Pa e e 14 of 29 

Amendment and Response to OA dated June 25, 2004 



PAGE 1503 * RCVD AT 9/27/2004 7:38:08 PM [Eastern Daylight Time] * SVR:USPT0-EFXRM/1 * DNIS:8729306 * CSID:860 441 5221 * DURATION (mm-ss):09-54 



SEP 27 2004 7:41 PM FR PFIZER PflTENT-LEGPL 441 5221 TO 9 1 70387293067973 

PATENT 

Attorney Docket No. PC10770B US 

C 6 )alkylamino(CrC 6 )aIkylcyanoguaradino,((Ci-Cs)alkyl)jamino(Ci-^ 
aminocarbonyl(Ci-C«)alkyicyanog^ 

CaJalkylcyanoguanidino or ((Ci^6)alkyl) 2 aminocarbonyl(Ci-C6)alkylcyanoguaiiidinor. 
whefej^^amino^bonyKCr^alkylamino, (CrC6)alkylsulfonylamino(C 1 -C 6 )alkyiamino, (Ci- 
C6)alkoxycarbonylajmino(Ci-C6)alkylamtno, aminosulfonyl(Ci-C«)alkylamino, (Ca- 

C9)heteroaryl(Ci-C6)alkylamino, acetylamino(Ci-C s )alkylamino or (acetyl)((Ci-C 6 )alkyl)amino(Ci- 

C6)alkyIamino. 

1 .- ■ 

\ 

27. (Currently Amended) The compound of claim 20 of-J9-wherein R 5 is cyano(Ci- 
C 6 )alkylaminoalkyl or ammocarbonylCCi^^laniiaoCCi-Ce) 811 ^ 1 - 

28. (Currently Amended) The compound of claim 20 ©f^i-wherein R 5 is acetylamino(Cr 
C 6 )alkylamino(Ci-C<Oalkyl 5 (ac^ 

C6)alkoxycarbonylammo(Ci<;6) a ^ lj ^ 0 ( c i-^) aI ^ 1 >( c 2" 

C?)heterocycloalkyloxyca^^ 

C^)hetert^loxycarbonylammo(Ci-^^ 

C6)alkylamino(Ci-C6)alkyl, (Ci-C«)alkylcyanoguamdmo(Ci<:6)alkylamino(Ci^)alkyl, ((C,- 
C^alkylkcyarwgi^din^ (Ci-Q)alkylsulfonylamiiio(C 1 - 
C 6 )aikylanimo(Ci-C6)alkyl, ura^ 
C 6 )alkylaniino(Ci^6)all^l J ((Ci<^)alkyl)2urddo(C 1 ^ 
aniinocarl^yloxy(Ci-Q)alkylanuno(CrC6)alkyl. 

29. (Currently Amended) The compound of claim 20 eFS4-wherein R 5 is acety lamino(C| - 
^alkyl^bonylamino^rCe)^, (acetylX(Ci<:6)alkyl)an^^ 
C6)alkyl,aminocarrx>nyl(C,-C 6 )^ 

C^)alkylc^bonylatiuno(Ci-C6)^ 

C«)alkyl, aminosulfonyl(Ci-C$)alkylcarbonylamino(Ci-C6)alkyl, (C 2 - 

Q)heterocycloaikyloxycarbonylamino(C i -C^kyl, cyanoguanidino(Ci -C 6 )auVlcarbonylamino(Ci - 
QOalkyl or cyano(C,-C6)alkylcarbonylamino(Ci-C«)alkyl. 
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30. (Currently Amended) The compound of claim 20 e^34-wherein R 5 is amino(Ci- 
C 6 )alkylammocarbonylamino(^^^ 

amino(C i-QDalkyl, ((Ci-C&)alkyl)2amino(C i<: 6 )alkylaininocarbonylamino(C i ~C<;)alkyl, 

airunocarbonyl(Ci-C6)alkylaminoca^^ 

C 6 )alkylaminocarbonylarn^ 

C«)alkylaminocarbonylamino(Ci-C6)alkyl, (C,-C6)alkoxycarbonyl amino(Ci- 
(^)alkylammocarbonylamino(C,-C6)alkyl, (CrC^heterocycloalkyloxycarbonyl aminoCd- 
Cs^ilkylaniittOcarbonylaminoCCrCeialkyl, (C2-C9)heteroaryloxycarbonylamino(Ci- 
C 6 )alkylaminocarbonylamino(C l -C6)alkyl, (Cj-CgiheterocycloalkyKCi-C^alkylaminocarbonyl 

amino(Ci-<yalkyl/(C^ 

C 6 )alkylureido(Ci-C6)alkyl, (Ci-Q)alkylureido(Ci-C6)alkylureido(Ci-C«)alkyl ) ((C t - 
C<i)alkyl)2ureido(Ci-C6)alkylureido(Ci-C6)alkyl or cyanoguanidinoCCi-Ce^kylureidoCCi-Cfi)^!. 

31. (Currently Amended) The compound of claim 20 e$04-wherein R isamino(Ci- 
C 6 )alkylsulfonylammo(C r C6)alM^^ 

((C !-C 6 )alkyl)2aniino(C r C<)alkylsulfonylamino(C l-CeJalkyl, acetylamino(Ci- 
C«)alkylsulfonylamino(Ci-C6)alkyl, (acetyl)((C r C6)alkyl)amino(Ci- Cs)alkylsmfonylaniino(Ci- 
(wOalkyl, ureido(CrQ)aIkylsulfonylamino(Ci-C6)alkyl, (Ci^)alkylureido(Cr 
C6)alkylsulfonylammo(C|^^ 

(C 1 -C 6 )alkylsulfonylammo(Ci<:«)alkylsulfonylamino(Ci-C 6 )alkyl J ^ 

C6)alkylsmfonylarnino(C i-C 6 )aIkyl, (Ci-C6)alkyl(cyanoguanidino)(Ci-C6)alkylsuIfonylamino(Ci- 
COalkyL ((C^)alkylMcyanQg^i^ 0 )( c i^)^ 

aminocarbonyl(Ci-C6)alkylsulfonylarnino(Ci-C 6 )alkyl, (Ci<*)alkoxycarbonylamino(Ci- 
C 6 )alkylsmfonylarruno(Ci-C 6 )al^ 

Ci)alkyl3ulfonylanuno(Ci-C6)alkyl,(C 2 -C^)heteroaryloxycarrwn^ 
Qsjalkylsulfonylamino^i-C^alkyl, ammosulfonylamino(Ci-C 6 )alkyl, (Ci- 
C«)alkylaminosulfonylamino(Ci-C6)alkyl or ((Ci<^)alkyl)2aminosulfonylamino(Ci-C6)alkyl. 
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32. (Currently Amended) The compound of claim 20 ef-24-wherein R 5 is cyanoguanidino(Ci- 

C 6 )alM, (Ci-C^)alkyl(c^^ 
(C 2 -(^)heteiocycloaItyK^ 

C 6 )alkyl, (Q<^)heterocycloalky^ 

C 6 )aIkyl(cyanoguanidino)(CrQs)alky 1 > amino(Ci-C<)alkyl(cyaiK)guanidino)(Ci<^)alkyl, (Q- 
QOalkylaminoCQ-C^^Kcyanog^^ 

C(5)alkyl(cyanoguanidinoXC i-C 6 >lkyl, aminocarbonyl(C i-C6)alkyl(cyanoguanidino)(C i-C 6 )alleyl, 

(Ci^)alkylaminowtbonyl(Ci-C«)alkyl(cyanoguatiidino)(CrC 6 )alkylor((^ 

C 6 )alkyl)2aininocarbonyl(Ci^6)al!<yl(cyanoguanid^noXCj-C6)dkyl. 

33. (Currently Ajnended) The compound of claim 20 e¥-31-wherein R 5 is (C2- 
C 9 )hetax)cycloalkylsidfo^^ 

C^alkylaminosulfonyl, ((C^ 

C9)heteroarylaminosulfonyl ? ureido(C l -C6)alkylaminosulfonyl, (Ci-C 6 )alkylureido(CV 
Cajaikylanunosulfonyl, ((Q^alkyl^ureido^ (Ci- 
C6)alkylsulfonylamino(Ci-C 6 )alkylaminosulfonyl, (CrC6)alkoxycarbonylamino(C|- 
C^alkylaminosulfonyl, (C2-Cg)heterocycloalkyto^ (C2- 
<^)heteix>aryloxyc^^ 

C 6 )alkylaminosulfonyl, cyanoguanidino(Ci<;6)alkylaniinosulfonyl, (C 2 -^)heteroaryl(C r 
C&)alkylaminosulfonyl, (C3-C^)heterocycloallylaniinosulfonyl, Other preferred compounds of 
formula I includ e thos e wh e r e in R^ haloCCi^alkylaminocarbonyl, hydroxyCCi-Cejalkylureido, 
halo(Ci<*)alkylsulfony^ 
hydroxy(Ci^6)alkylaminoc^b 

aminosulfonyl, (CpC^alkylaminosulfonyl, ((Ci-C6)alkyl)2aminosulfonyl f hydroxy(Ci- 
C$)alkylaminosulfonyl, 
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